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Alkyl dioxazaborolidines are air-stable and often crystalline organoboranes. A variety of Bronsted acids activate allyl dioxazaborolidines to
generate reactive allyl-transfer reagents in situ. These reagents add to aldehydes and ketones to generate the corresponding alcohols in good
yields under mild conditions. The E- and Z-crotyl reagents react diastereoselectively with aldehydes and ketones to produce anti and syn
adducts, respectively, a result consistent with a cyclic transition state (type | mechanism).

The allylation of aldehydes and ketones to afford synthetically
versatile homoallylic alcohols constitutes an important class of
carbon—carbon bond forming reactions." Many allyl transfer
reagents have been reported, including allylstannanes,” allyl-
silanes,® and allylboranes,* ® among others.! Recent catalytic
methods are particularly exciting.” Despite the variety of allyl
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transfer methods, many of them require stoichiometric
amounts of toxic metal,>® expensive chiral reagents*'° or
catalysts,*” or preparation of reagents from expensive
starting materials.® Therefore, we sought to design an
inexpensive allyl transfer reagent with a practical balance
of stability and reactivity.

This project was inspired by research exploring the activation
of organoborane reagents. Studies conducted by Hall® demon-
strated that the addition of 2-alkoxycarbonyl allylboronates to
carbonyl compounds could be promoted by Lewis or Brgnsted
acid activation to provide the cyclized a-exo-methylene y-lac-
tones. In a related strategy, Corey demonstrated that chiral
oxazaborolidines could be protonated with very strong acids
to produce exceptionally reactive Lewis acids that were highly
effective catalysts for Diels—Alder reactions.'' By adding triflic
acid at low temperatures, they were able to observe the
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N-protonated species by NMR spectroscopy.''* We sought to
apply the activation modes developed by Hall and Corey to
enhance the reactivity of allyloxazaborolidines.>'? Batey and
Kondo have used a similar strategy to activate allyltrifluo-
roborates.® With an eye toward developing bench-stable
reagents, we investigated allyldioxazaborolidines, which were
first reported by Roush.'* Allyldioxazaborolidine 1 is a white,
crystalline solid that can be stored in the freezer for months
with no noticeable decomposition'* and appeared to be a
promising precursor for an allyl transfer reagent.
Although at room temperature dioxazaborolidine 1 does not
react with ketones, a variety of protic acids were found to activate
this complex (Table 1). Triflic acid primarily led to the decomposi-

Table 1. Acid-Promoted Allyl Transfer with Allyl
Dioxazaborolidine 1

o . OH
I CH,Cl, ON
o 1 2
7 . O " HO
Ph)J\ /\/%J CH,Cl, PhM
1 3
entry acid®® pK.b  yield of 2 (%)° yield of 8 (%)°
1 TfOH —15 0 0
2 CH3SOsH —5.0 88 0
3 CF3CO.H -0.25 95 98
4 BINPA 1.3 68 404
5 CICH,CO.H 2.9 70 38
6 CH;CO.H 4.8 85 28
7 PhOH 10 50 0

“ Standard conditions: reaction scale, 1.0 mmol ketone. Concentration
of 1 in CH,Cl, was 0.5 M. Unreacted ketone was detected for low yielding
reactions. Reactions were conducted at room temperature and were worked
up after 6 h. Either 1.3 or 1.7 equiv of the acid and 1 were used for the
reactions to form 2 and 3, respectively. © Reported pK, values were in water.
¢ Isolated yield. ¢ No enantioselectivity was observed. ¢ TFOH = triflic acid.
BINPA = (S)-(—)-1,1’binaphthyl-2,2’diyl hydrogenphosphate.

tion of reagent 1 (entry 1). Methanesulfonic acid aided the allylation
of cyclohexanone but not acetophenone, possibly because ac-
etophenone is less reactive toward allylation and the rate of
allylation is slower than that of decomposition of 1. Trifluoroacetic
acid (TFA) provided both homoallylic alcohols 2 and 3 in excellent
yields (entry 3). Weaker acids such as phenol and acetic acid also
promoted the allylation of cyclohexanone, but with lower efficiency
(entries 7 and 6). TFA was the most active promoter and was used
for subsequent allylation reactions.
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Kinetic studies were conducted to determine the influence
of acid on the rate of allylation by monitoring reaction progress
using "H NMR spectroscopy. The formation of 4 was observed
under pseudofirst-order conditions to provide reaction rates as
a function of TFA concentration (Figure 1). A plot of these
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Figure 1. Relationship between rate of allylation and concentration of
acid.

rates against the concentration of TFA demonstrates that the
reaction rate is first-order in TFA. The first-order dependence
on TFA concentration is consistent with a simple protonation
to activate dioxazaborolidine 1.

The activated reagent was first investigated with aldehydes.
Allyl reagent 1, when activated with TFA, affected the allylation
of aldehydes to provide the corresponding secondary alcohols
5—9 in excellent yields (Table 2). The most efficient conditions
required equal amounts of 1 and TFA.'> The reaction with

Table 2. Allyl Transfer Reactions with Aldehydes

OH
0 o, CF3;CO,H
v o~ N
R™ "H 1 oJ CH,Cl,
R = alkyl, aryl
entry aldehyde equiv@ product yield (%)P
1 0 11 oH
. 99
Ph)J\H Ph)\/\ 5

o
Me0\©)LH
o
3 /@*H 15
MeO
o}
Ph/\)kH

OH
8 91

4 11 Ph/\)\/\

O OH

H X

5 15 9 81

Oi-Pr Oi-Pr

Ph Ph

“ Standard conditions: reaction scale, 1.0 mmol aldehyde. Concentration of 1
in CH,Cl, was 0.5 M, and the ratio of TFA to 1 was 1:1. Reactions were conducted
at room temperature and completed in 1—18 h. * Isolated yield.
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p-anisaldehyde (entry 3) was slower than with m-anisaldehyde
(entry 2); this rate order disfavors a carbonyl protonation step
in the reaction. Conveniently, all of the side products are water
soluble, and a simple aqueous workup led to products with
minimal impurities.

Allyl transfer to a variety of ketones using reagent 1
proceeded in good to excellent yields (Table 3). Acetophe-

Table 3. Allyl Transfer Reactions with Ketones

OH
o o CF3CO,H
I, + ~B NH Rﬂ’{\/\
R'""R? o CH,Cly R2
1 R = alkyl, aryl
entry ketone equiv? product yield (%)?
1 j\ 17 HO></\ 98
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“ Standard conditions: reaction scale, 1.0 mmol ketone. Concentration
of 1 in CH,Cl, was 0.5 M, and the ratio of TFA to 1 was 1:1. Reactions
were conducted at room temperature and completed in 12—18 h. » Isolated
yield. ¢ The dr of 15a:15b was 1:1. ¢ The diastereomers of 19 were formed
in a 1:1 ratio.
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none and benzophenone (entries 1 and 3) were less reactive
in this system and required excess 1 and TFA to provide
high yields of 3 and 11. In general, aliphatic ketones required
fewer equivalents of reagents (1.1—1.5 equiv). Allyl transfer
to an a-keto ester (entry 7) provided 13 in excellent yield.
Only 1,2-addition products were observed with a,5-unsatur-
ated ketones (entry 8).'° The acidic nature of the reaction
conditions allowed for allyl transfer to enolizable ketones
to provide products 15a/15b and 16 (entries 9 and 10) that
are not accessible using basic allylating agents. Although
acidic, the reaction conditions were tolerant to silyl ether
protecting groups (entries 11—13), and no deprotection was
observed. The activated reagent is a highly effective allyl
transfer reagent with a variety of aldehydes and ketones.
The activation strategy is also effective with substituted
allyldioxazaborolidines. Crotyl reagents 20 and 21 were
obtained in gram quantities following a literature pro-
cedure.'*® The Z- and E-crotylations provided the a-meth-
ylhomoallylic alcohols in good yields and diastereoselec-
tivities (Table 4). Z-Crotyl reagent 20 provided the syn

Table 4. Crotyl Tranfer to Aldehydes and Ketones Using Crotyl
Dioxazaborolidine Reagents (Z)-20 and (E)-21

20 or 21 HO Rz 5 O/\\j\NH
0 CF3CO,H R~ B
J\ R! XNt R1>\/\ Y\/ 6\7
R17R2 R*
CHaClz on ai | 20 RO=HR*=Me
21:R3=Me, R*=H
entry substrate equiv? products/yield® (dr)®
o OH OH
1 s oA PN
2 = 22p

from 20: 95% (95:5)

from 21: 93% (5:95)
o HO, HO, +

2 Ph)J\ 2.0 N )\/\

% 23b
? from 20: 63% (96:4)

from 21: 96% (3: 97

NW

24a from 20: 86% (93:7) 24b

o)
3 EtO%

(e}

from 21: 71% (2:98)

“ Standard conditions: reaction scale, 1.0 mmol ketone. Concentration
of 20 and 21 in CH,ClI, was 0.5 M. The ratio of 20 or 21 and TFA was 1:1.
Reactions were conducted at room temperature and completed in 16 h.
® Isolated yield. ¢ Diastereomeric ratios were determined by proton NMR
of the crude reaction mixture.

diastereomers as the major products, while E-crotyl reagent
21 led to anti diastereoselectivity. These diastereoselectivities
are consistent with a type I mechanism, where the crotyl
group transfer occurs through a closed, six-membered
transition state.'
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The combination of the bench-stable allyl dioxazaboroli-
dine 1 and TFA leads to a highly reactive allyl transfer
reagent. The actual intermediate in the reaction has not been
identified. The diastereoselective crotylations suggest a boron
allyl transfer reagent with an open coordination site on the
boron, and the reaction apparently proceeds through an
organized six-membered ring transtion state. Figure 2 shows

9’> ) NH, Y
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25 26 27

Figure 2. Possible allyl transfer reagent generated under the reaction
conditions.

several possible trivalent boron reagents that might be
responsible for the allyl transfer reaction. The first two
reagents, 25 and 26, would arise from protonation and
decomplexation of an oxygen or a nitrogen from the boron
center. The third class of reagent (27) would arise from
decomplexation of the diethanolamine. Roush used the
dioxazaborolidines to generate other boronate esters by
exchange,'? so this mode of activation is possible and perhaps
likely with the less acidic promoters in Table 1 such as
phenol. Allylboronic acid is a quite active allyl transfer
reagent,'? but it is unlikely to be responsible for most of the
reactivity because the allylation reactions proceed equally
well in the presence of 4 A MS. Complexes 25, 26, and 27
are all plausible intermediates in the reaction.
Experiments to elucidate the mechanism of this system
have been conducted, including monitoring reaction progress
by 'H, ''B, and '*C NMR spectroscopy. Unfortunately, only
starting materials and products could be observed spectro-
scopically. The transition states for activated complexes 25

(15) An excess of either allyl reagent 1 or TFA did not drive allylations
to completion; an excess of both reagents was required to complete the
reaction.

(16) Isomerization of the homoallylic alcohol to the more substituted
olefin was observed in acid-sensitive products.
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and 26 reacting with acetaldehyde were calculated using
B3LYP/6-311G(d,p)."” Computationally, oxazaborolidine 25
is predicted to be more reactive than dioxaborolane 26 by
ca. 5.0 kcal/mol (Figure 3).!8 We will continue to evaluate
the mechanism of the reaction.

Figure 3. Calculated transitions states 1,3,2-oxazaborolidine from
25 (left) and 1,3,2,6-dioxazaborocane from 26 (right).'®

This research has demonstrated the utility of allyldiox-
azaborolidine 1 as a stable, crystalline allyl transfer reagent
for aldehydes and ketones. A variety of homoallylic alcohols
were accessed in high yield with simple in situ activation
by TFA. Crotylation reagents 20 and 21 provided the
requisite o-methylhomoallylic alcohols in good yields and
diastereoselectivities. Ongoing research is directed to devel-
oping enantioselective variants of this transformation.
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